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MeOHNiai 
MeOHWiax + ^C86.4g) 





(CHCl3:MeOH=50:l) 









Fr.A 



Fr.B Fr.C 



.CHCI3 sol. 



CHCl, insol. 



Fr.D 
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(lOOmg) 





ODS-HPLC(90X-MeOH) 







(33rag) (SOOmg) 



(lOOmg) 



[ 0 0 1 1 ] i5?^ 1 5 k g iJ' y-zl^T'siaL 

-?V'>t\ 2cm, *$80cinOi^D;>y;l/ 30 
;!!?5A:^'ovF-SrffiV», :?oo*;l/A-;)<:?y-;P (5 
0:1) Tli^C^aiL, 7 7^'i^3:>'A~DSrf|fc. 7 
5 V 3 y Aiijgf JiO^ ou*;PA^ jDi. S t im?r* 
t^c, C:o«)tlg!teS:9 0%^^'y-/l/?§?K^}§jii:L 

ni. TtiVyt^Uymc (3 3mg) , ^N'^rV®? (5 00 
mg) fcitJfTt HnyN'^-7iE ( 1 OOmg) 

[ 0 0 1 2 ] tku ::imAmm^mm i #33) 
hzitxaM^^j-jRisajs*^' D V h 7 ^ -(cis OM 40 

t#L. , ^'J 3KA ( 1 0 0 m g ) Sr#yi. 

[0 0 1 3] i^^i, M'^m^^htim'^^ 

[0 0 14] .-KUTKl^yKC 

mp : 273-275' 

(a]D» +2- (tUi^'V) 

E I -MS (m/z) : 482 (MO 

HR-MS : 482.3383(C3iH4604) (H-»:«4 

82.3398) *50 



*UVAmax(MeOH) nn : 24 2(loge = 4. 2 5) 
IRi^max(KBr) cm"' : 34 0 0 , 2 9 5 0 . 1 7 1 
0, 1680, 1250 
[ 0 0 1 5 1 ^'^^'Ti! 

mp : 296-298' 

(a)D25 +6' (h-'Jy'y) 

EI-MS (m/z) : 528 (M*) 

HR-MS : 528.3826(C33H6206) (th»ffi5 

28.3817) 

IRviiiax(KBr) cr> : 3 5 0 0 , 2 9 5 0 . 1 7 3 

0, 1680, 1 26 0 
[0 0 1 6] >'N'=^rVit;)<^;P 
C34H54O8 

NMR (trDx>-d&) 2 1-OCH3(5h 3.7 

5, Sc 5 1.1) 

[ 0 0 1 7 ] Tt Ha^'N'^vK 

mp : 2 6 8—2 7 0 ' 

(a]D25 +4 1' (hT'Ji^y) 

EI-MS (m/z) : 526 (MO . 508, 493, 

4 33 

7n^^j-«f ftlCll .C33H50O6 C;75.25,H; 
9.59 Hfflfi C;75.04,H;9.61 
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16-0- U 3i? A 
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NMR (efi^'^-ds) 16-OCOCH3(5h 2. 20 
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#:fi5~l 5 g(^aitt*3t{ittttOhy-9"7;i{fx;P (Ra 
na nigromaculata) , H^'i^Tijij^iV (Rana japonic 
a) ^Hffi7;K-9--h'Xft5t^a (««) iOISAL. 
M«tt.%<7)^if ^ t (7) Sr<$ffl L^c . 
[ 0 0 2 3 ] 3 . KKfiHS^nittJiPSiJvSttsfiSi 
]E^^r;^x;P^ lgf5~l OEt^tts l^l^li: UT^ h 
5SX2.0ml/l Ogft«^^0Ji$4L, ^^Wk 
tiSPBi^SS: 1 Omg~5 0 Omg/k g«ca<Oii«-C- 

^K) O^A^J'^t^I^j^i^a) 150mg/kg«: 

[00241 4. €tt^l^S<7)^3S^rffi 

a ) Hitt^t^^S (emetic latency) 
#iPcOT%il±SJS^II(¥%€±S.E.) -c^u, t«i 

b ) 'mmm^'^<r>%^% (prolongation) 

m.wm^)-u xioo (%) 

c ) w^^<mn 

^k^-mzmhm'^m<^ms&\i. x^vjvm,zi.h 
wm^\,z%'^tt, 
[ 0 0 2 5 ] 5 . is« 
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X'hh 1 Omg/k g«c«tc:t5(->-C, 5 0%tU:<7)$ijDt 
^m^coS^^^S^t-t. «0O3«O'fb-&!i?!l»i3 0in 
g/k gf*a<7)^-^«T'*«J 5 0 Iti . ^ 10 

'J.-K^ySCti, 3 0mg/kg#:M-C\ tt:m<7)3 
m<r>^mit-^ii. 5 0 m g/k g««-Ci|!«>2fS<^^ 

[0027] m^mm'it^mr/^<r>fmmommt 

SiUc. 20 

[00 28] 1. wmnL^m 

>'^•^-7K ( 1) . T t FoyN-df-eS ( 2 ) . 3 ^3 - 1 h' 
odfj/7/;^i'-7,9(l 1), 24-M»xy-2 1- 
yfyf ^y^Tiy-y Y (3) . yj^um ( 5 ) , rt Fox 
rUnK (6) . ThHax7''Ja>ie (7) , 3-x 
tfrb Ho'yAoi! ( 9 ) > :i^U3i!A ( 1 0 ) . 
3KB (11) fc<i:t^*ru (12) «i±ie«^l?i 

Srffl^^/i. >'N-^vK;<f-yl/ ( 1 a) fcJ:y;K'J3i!Ai^' 
-X^;K 1 Oa) (i. ItlOatl-^tli^T'/jf^y 30 
3!lHltcJ;0©jiLJt. 3-0-r-l:^;l'-l 6a-t K 
D^fi^b9;<ry-^PS (4) fcit/^^'J'i^l'yilC * 
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22. 8± 4.6 
48.6± 1 3. 6 



1 4 
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**P<0. 0 1 

( 8 ) ti-eti-fixiON -7^;M S Kp<f-;l^xx-f/l^ 
(4b, 8b) coiMmizX OfflSL^^: ( ffl#*0fl 
<i>. Phytochemistry 30. 2 7 9 6-2797(199 
1), 31. 2548-2549(1992), 32, 1 
239-124 4(1993 )i3<}; Whytochemistry ft 

m'¥<^mxmi) . i e-o-r-t^ti'ncvam a 

( 1 0 c ) 1 0<OT-bf-;Mkt J: OliiSL^. 
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Disclaimer: 

This English translation is produced by machine translation and may contain errors.The JPO, the INPIT, and and those who 
drafted this document in the original language are not responsible for the result of the translation. 

Notes: 

1. Untranslatable words are replaced with asterisks (****). 

2. Texts in the figures are not translated and shown as it is. 

Translated: 00:42:38 JST 06/20/2007 

Dictionary: Last updated 05/18/2007 / Priority: 1. Biotechnology / 2. Medical/Pharmaceutical sciences / 3. Chemistry 



CLAIMS 



[Claim(s)] 

[Claim 1] Formula A : [Formula 1] 




(A) 

They are the llano SUTAN frame shown by [C=0 Is formed with the carbon atom which R1 Is H 
or low-grade alky! among a formula, and R2 is low-grade alkanoloxy, or constitutes a ring], or 
Formula B. : [Formula 2] 



RjOOC 




CB) 

They are 3 shown by [the inside of a formula and R1 are H or low-grade alkyi], and the 
antiemetic which contains at least one sort of the triterpenes which have 4- 
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SEKORANOSUTAN frame as an active substance. 
[Claim 2] Formula I or formula II : [Formula 3] 




(O (II) 



R1 is H or CHS among [type, and [ R2 ] - Form C=0 with the carbon atom which is 0C0CH3 
or constitutes a ring, and [ R3 and R5 ] It is the same or different, and is H or OH, R4 is -C 
(=CH2)-CH(CH3)2-Ra (here, Ra shows H or OH), and R6 is CH3 or CH20H. Antiemetic 
according to claim 1 which contains at least one sort of the triterpenes which have the llano 
SUTAN frame shown by] as an active substance. 

[Claim 3] The triterpenes which have the above-mentioned llano SUTAN frame are formula l-a. 
: [Formula 4] 




The Porj Pollen acid C come out of and shown, formula ll-a : [Formula 5] 



OHjCOO 




The PAKIMA acid come out of and shown, or formula l-b : [Formula 6] 
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Antiemetic according to clainri 1 or 2 which is DEHIDOROPAKIIVIA acid come out of and . 
shown. 

[Claim 4] Formula III or formula IV : [Formula 7J 




(III) (IV) 



R1 is H or CHS among [type, and [ R3 ] Are H. OH, or 0C0CH3 and [ R4 ] - C(=CH2)-C(CH3) 
2-Ra (here, [ Ra ]) H or OH is shown - It is - the antiemetic with which R5 is H or OH, and R6 
contains at least one sort of CHS or S shown by] it is Q ] CH20H, and the triterpenes which 
have 4-SEKORANOSUTAN frame as an active substance. 

[Claim 5] The triterpenes which have the above S and 4-SEKORANOSUTAN frame are 
formula lll-a. : [Formula 8] 



HOOC 




Antiemetic according to claim 4 which is PORIKO acid A come out of and shown. 
DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
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[0001] 

[Industrial Application] This invention relates to the antiemetic useful to the vomiturition of the 
compound which has llano SUTAN frame or 3, and 4-SEKORANOSUTAN frame which uses a 
kind as an active substance at least, and control of vomiting. 
[0002] 

[Description of the Prior Art] As a therapeutic drug which controls the vomiturition and vomiting, 
chemical synthetic drug agents, such as metoclopramide, domperidone, NABAJISHIRU acid 
aclatonlum, and maleic acid Tori Meptin, are developed, and it is used conventionally, for 
example. However, having critical side effects in these therapeutic drugs is known, and 
development of a therapeutic drug which has the operation which side effects inhibit for the 
vomiturition and vomiting few was desired. Then, side effects inquired wholeheartedly in quest 
of what has antiemetic activity in the vegetable drug which can expect a looser effect few. And 
the ingredient in Poria by which having a diuretic effect is known found out having antiemetic 
activity. This invention is completed based on such knowledge. 
[0003] Japanese and Chinese Poria make origin fungi Hoelen (Poria cocos Wolf) of 
Polyporaceae produced around the root of the kinds (Pinus spp., a Japanese red pine, etc.) of 
the withered pine which passed through after-felling three to five years. Other Poria from a 
foreign country makes a host a Himalayan cedar besides Pinus, a Japanese oak, a Rhus 
verniciflua, and other plants. An infinite form is massive, in dark brown, the surface is ****-like 
and an inside is white or rose pink. It is Poria which stripped the outer layer of the sclerotium 
and was dried. The taste has a faint smell with a fresh unique thing by consistency a little. In 
Chinese medicine, it is used for the treatment of the abnormalities in urination, the trepidatio 
cordis, etc. as irrigation and sedative. Although four sorts of compounds by which separation 
refinement was carried out in this invention are already known, that these compounds have 
antiemetic activity cuts and it is not reported. 
[0004] 

[Means for Solving the Problem] The antiemetic of this invention contains the following 
compound as an active substance. Formula A : [Formula 9] 




(A) 
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They are the llano SUTAN frame shown by [C=0 is formed with the carbon atom which R1 is H 
or low-grade all^yl among a formula, and R2 is low-grade alltanoloxy, or constitutes a ring], or 
Formula B. : [Formula 10] 



RjOOC 




CB) 

They are 3 shown by [the inside of a formula and R1 are H or low-grade alkyi], and the 
triterpenes which have 4-SEKORANOSUTAN frame. 

[0005] The dotted line covering the carbon atoms C7-C9-C11 expresses 07=08-09=011 or 
07-08=09-01 1 among these formulas. Calling it "low-grade alkanoloxy" also with low-grade 
alkylcarbonyloxy, as for "low-grade alkyl", 1-6 carbon atoms of the straight chain of saturation 
or the letter of branching mean preferably 1-5 hydrocarbon residues which contain 1-4 pieces 
more preferably. For example, the methyl, ethyl, the propyl, isopropyl, butyl, t-butyl, etc. are 
contained. [0006] This invention proved that -00- and exomethylene of the 24th place of the 
3rd place are indispensable in 0=0 or -000- of the substituent of the 3rd place and 
exomethylene of the 24th place, and Formula B which form the ring of the 3rd place in Formula 
A as antiemetic at least. 

[0007] More specifically, it is Formula I or Formula II which has a llano SUTAN frame to the 
compound of this invention. : [Formula 1 1] 




R1 is H or 0H3 among [type, and [ R2 ] - Form 0=0 with the carbon atom which is O0O0H3 
or constitutes a ring, and [ R3 and R5 ] It is the same or different, and is H or OH, R4 is -0 
(=OH2)-0(OH3)2-Ra (here, Ra shows H or OH), and R6 is 0H3 or 0H20H. It is the triterpenes 
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shown by] and is formula l-a preferably, for example. : [Formula 12] 




The Porl Pollen acid C come out of and shown, formula ll-a : [Formula 13] 




The PAKIMA acid come out of and shown, or formula l-b : [Formula 14] 




It can come out and the DEHIDOROPAKIMA acid shown can be mentioned. 

[0008] Furthermore, Fomiula III or Formula IV which has 3 and 4-SEKORANOSUTAN frame : 

[Formula 15] 




CIII) (IV) 
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R1 and R2 are H or CH3 among [type, and [ R3 ] Are H, OH, or 0C0CH3 and [ R4 ] - the 
triterpenes shown by] whose R5 are C(=CH2)-C(CH3)2-Ra (here, Ra shows H or OH), and is 
H or OH, and whose R6 is CH3 or CH20H - desirable - fomnula lll-a: [Formula 16] 



Hooc 




It can come out and the PORIKO acid A shown can be mentioned. 
[0009] The compound of this invention can be obtained from Poria as follows, for example. 
Commercial Poria is extracted over 1 to 3 hours using the aqueous solvent containing 
methanol, methanol, etc. or water, flowing back. Under decompression of the extract obtained 
after filtration, a solvent is distilled off and separation refinement of the obtained extraction 
extractives is carried out using various kinds of chromatography. The compound obtained by 
furthermore carrying out separation refinement is esterificated or acylated. For example, 
separation refinement of Fori Pollen acid C, PAKIMA acid, DEHIDOROPAKIMA acid, and the 
PORIKO acid A is carried out as follows. 

[0010] The separation refinement procedure separation refinement operation of Fori Pollen 
acid C, PAKIMA acid, and DEHIDOROPAKIMA acid is shown in the following table 1. 
[Table 1] 
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1^«(15.0kg) 
MeOH^4tlJx*;^(86.4g) 





(CHCl3:MeOH=50:l) 









Fr.A 



Fr-B Fr.C 



CHCl, sol. 



CHCl, insol, 



Fr.D 

ODS-HPLCC50X-MeCN) 

ClOOmg) 





ODS-HPLC(90X-MeOH) 







<33rog) 



(500mg) 



(lOOng) 



[0011] 15kg of Poria is extracted for 1 hour, flowing back with water bath top methanol. Solvent 
distilling off was carried out under decompression of the extract obtained after filtration, and 
the methanol extraction extractives 86.4g were obtained. Subsequently, using silica gel column 
chromatography with an inside diameter of 12cm, and a length of 80cm, it was eluted one by 
one with chloroform methanol (50:1), and fraction A-D was obtained. Fraction A produced 
precipitation, when superfluous chloroform was added. This sediment was repeatedly given to 
the negative phase system preparative isolation high speed liquid chromatography by having 
used methanol solution as the solvent 90%, and Pori Pollen acid 0 (33mg), PAKIMA acid 
(500mg), and DEHIDOROPAKIMA acid (lOOmg) were obtained. 
[0012] The separation refinement procedure of PORIKO acid A (refer to Table 1) 
The above-mentioned fraction D was further repeated and given to silica gel column 
chromatography and a negative phase system preparative isolation high speed liquid 
chromatography, and PORIKO acid A (lOOmg) was obtained. [0013] Moreover, you may 
perform refining by recrystallization using the suitable solvent usually used If needed. 
[0014] Pori Pollen acid C colorlessness needle crystal mp:273-275 degree[alpha] D25 
+2degree(pyridine) EI-MS(m/z):482 (M+) 
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HR-MS: 482.3383 (calculated value 482.3398) (C31H4604) 

UVIambdamax (MeOH) nm:242(logepsilon=4.25) IRnumax (KBr) cm-1:3400, 2950, 1710, 

1680, 1250 [0015] PAKIMA acid colorlessness needle crystal mp:296-298 degree[alpha] D25 

•i-6degree(pyridine) EI-MS(m/z):528 (M+) 

HR-MS: 528.3826 (calculated value 528.3817) (C33H5205) 

IRnumax (KBr) cm-1:3500, 2950, 1730, 1680, 1260 [0016] PAKIMA acid methyl 

C34H5405NMR (pyridine d5) 21-OCH3 (deltaH 3.75. deltaC 51 .1) 

[001 7] DEHIDOROPAKIMA acid colorjessness needle shape crystal mp:268-270 degree 

[alpha] D25 +41degree(pyridine) EI-MS(m/z):526 (M-i-), 508,493,433 elementary analyses 

Calculated value C33H50O5 C; 75.25, H; 9.59 Actual measurement C; 75.04, 

H;9.61 UVIambdamax (EtOH) nm:242(logepsllon=4.10) IRnumax (KBr) cm-1:1730, 1680 [0018] 

PORIKO acid A colorlessness needle shape crystal mp:248-249 degree[alpha] D25 +22degree 

(methanol) EI-MS(m/z):498 (M+), 480,425,407HR-MS:498.3362 (calculated value 498.3345) 

(C31H4605) 

UVIambdamax (EtOH) nm:242(logepsilon=4.1 1) IRnumax (KBr) cm-1:1703, 1640 [0019] 
PORIKO acid A dimethyl C33H50O5NMR (pyridine d5) 21-OCH3 (deltaH 3.64, deltaC 51.1) 
3-OCH3 (deltaH 3.79, deltaC 51 .3) 

16-0-acetyl PORIKO acid AC35H5206NMR (pyridine d5) 16-OCOCH3 (deltaH 2.04, deltaC 
170.4, 22.4) 

[0020] [ what generally demonstrates the same physiological activity or pharmacological 
activity substantially with a separated type in in the living body to the compound of this 
invention, for example, the inductor of the compound of this Invention, and a concrete target ] 
The salt which may be permitted like physic, such as ester objects, such as an acetic acid 
ester, and K, and Na, and addition salt, a hydrate, etc. are contained in the technical range of 
this invention. 

[0021] as the preparation suspending agent of antiemetic activity examination 1. specimen 
solution - 1 % Tween 80 (Tokyo Chemical Industry incorporated company) - it prepared in 
concentration of 10-100mg/kg as a suspension or solution further, using 5% dimethyl sulfoxide 
as a solubilizing agent. 

[0022] 2. The Japanese meadow frog (Rana nigromaculata) of use animal body piles [ 5-1 5g ] 
maleness or feminity and AKAGAERU (Rana japonica) were purchased from 3 ** lab service 
incorporated company (Tokyo), and the good thing of health condition was used. 
[0023] 3. a copper sulfate valence vomiting control activity examination ~ the normal frog was 
divided into one groups [ 5-10 ], forcible medication of the ITOMIMIZU 2.0ml/10g weight was 
carried out as feed, specimen solution was prescribed for the patient in the lymph space by the 
concentration of lOmg - 500mg [/kg ] weight 3 hours afterward, physical irritation was avoided, 
and it was made to put gently for 30 minutes Then, administered orally 150mg/kg of copper 
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sulfate (anhydrous) (YOTSUHATA chemical Industry incorporated company) weight of the 
peripheral **** agent as a **** agent, the regurgitation of gastric contents was made to induce, 
and activity was judged by making into an index extension of the vomiting latent period (time 
required by first time vomiting) of the specimen solution medication group to a control group. 
[0024] 4. Mode-of-Expression a Vomiting Latent Time of Vomiting Latent Time (Emetic 
Latency) 

The average value ** standard en^or (average value**S.E.) of each group showed, and t-test 
performed the test of significance. 

b) The extended rate of vomiting latent time (prolongation) 

[(average vomiting latent time of the average vomiting latent time / control group of a specimen 
solution medication group) -1] x100 (%) 

c) Rejection of the abnormal value in rejection each medication group of an abnormal value 
followed the null hypothesis test by the SUMIRENOFU method. 

[0025] 5. The result of a result antiemetic activity examination is shown in Table 2. 
[Table 2] 

Table 2 sample dose The number latent time extension rate of animals of a frog (minute) 
(mg/kg weight) (%) Contrast-631 .0 ** 2.9 Pori Pollen acid C1 0747.9 ** 3.754.530760.0 ** 
7.1*93.5 contrast-526.6 ** 4.1 PAKIMA acid 10527.8** 4.74.530 5 38.6** 5.5 45.1 50 5 60.6** 
7.9** 127.8 100565. 6** 6.9** 146.6 contrast-621 .8 ** 3.0 DEHIDOROPAKIMA acid 10620.0 ** 
3.7-30635.7 ** 4.7*63.850643.0 ** 5.0** 97.2 contrast-621 .8 ** 3.1 PORIKO acid A1 0617.0 ** 
2.3-30631.7 ** 4.4 49.5 50 5 44.4** 5.0** 109.4 100 5 45.2** 7 . 7* 1 13.2 contrast - 5 22.8 ** 
4.6 Poria MeOH Extractant 500 5 48.6**13.6 1 13.2 Numerical Value is Average Value**S.E. 
Remarkably Different :*P<0.05, Remarkably Different **P<0.01 from Contrast Value [0026] 
Pori Pollen acid C showed extension of 50% or more of antinausea latent time among the 
sample compounds of four sorts of evaluations in the lOmg [/kg ] weight which is the minimum 
dose. Three sorts of remaining compounds showed the extended rate of about 50% with the 
dose of 30mg [/kg ] weight. Pori Pollen acid C Is 30mg [/kg ] weight, and three sorts of 
remaining sample compounds showed twice [ about ] as many remarkable antiemetic activity 
as this In 50mg [/kg ] weight. 

[0027] The structure-activity relationship nature was examined about the antiemetic activity of 
the triterpene isolated from correlation Poria of the structure of the Poria isolation compound 
and its inductor, and antiemetic activity, and its inductor. Below, the antiemetic activity of the 
Poria extractives was shown and the activity of several sorts of triterpenes which cause 
extension of the vomiting manifestation time of copper sulfate indecement was examined. 
[0028] 1. Sample Compound PAKIMA Acid (1) DEHIDOROPAKIMA Acid (2)3Beta-Hydroxy 
Llano Stars 7 and 9 (1 1). 24-trien-21-oic acid (3), TSUMURO acid (5), DEHIDORO agaric acid 
(6) DEHIDOROEBURIKON acid (7)3-EPIDEHIDOROTSUMURO acid (9) and PORIKO acid A 
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(10), PORIKO add B (11), and PORIKO acid D (12) used what isolated from Poria or the Poria 
hide like the above-mentioned separation procedure. The PAKIMA acid methyl (la) and 
PORIKO acid A dimethyl (10a) manufactured 1 and 10 by diazomethane processing, 
respectively. 3-0-acetyl 16alpha-hydroxy TORAME tenor acid (4) and Pori Pollen acid C (8) - 
each N-phthalimide methyl ester (4b -) it prepared by hydrolysis of 8b (Takaaki Tai and 
others, Phytochemistry 30, and 2796-2797 (1991) -) 31, 2548-2549 (1992), 32, 1239-1244 
(1993), and Phytochemistry Refer to the paper under contribution. 16-0-acetyl PORIKO acid A 
(10c) was prepared according to acetylation of 10. 

[0029] 2. The reagent nauseant used copper sulfate (made by Wako Pure Chem), and used 
chloropromazine, metoclopramide, and ethyl p-aminobenzoate as a positive control medicine. 
[0030] 3. a use animal Japanese meadow frog (Rana nigromaculata) ~ male and female ~ a 
mixture - the six to 16 g pile was purchased and used from the Sankyo lab service. 
[0031] 4. The **** test method copper sulfate valence vomiting inhibition test method was 
used. It divided the frog into six groups at a time, and the compulsion ingestion of ITOMIMIZU 
was carried out 3 hours before the test start. The suspension of the sample solution was 
carried out to Tween 80 5%, it carried out lymph space medication in 10-100mg [/kg ] weight, 
and was made into the rest for 30 minutes. Then, copper sulfate of the **** agent was 
administered orally and the first vomiting manifestation time was measured until after 80 
minutes. The result was judged by extension of the vomiting manifestation time to control. 
Extension of vomiting manifestation time shows the antiemetic activity of the subject sample. 
[0032] 5. **S.E. showed the data of all results. The statistical significant difference was 
performed by t-certification. The result of an antiemetic activity examination is shown in Table 
3. 

[Table 3] 
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